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(57) Abstract: Core-shell type particles having a signal-generating substance enclosed therein which substantially consist of (1) 
a core part substantially made of a water- insoluble polymer compound and (2) a shell part substantially made of a water-soluble 
polymer compound having a reactive functional group and covering the core surface like a brush and in which the core part and the 
shell part constitute, as a whole, a block copolymer of the water- insoluble polymer and the water-soluble polymer, characterized 
in that the signal-generating substance is enclosed in the core part The above-described core-shell type particles having a signal- 
generating substance enclosed therein are useful as labels which contain neither radioisotopes restricted in handling nor enzymes 
having troubles in stability, are inferior in sensitivity to fluorescent substances and never undergo nonspecific adsorption. 
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5vx;u$p^ < !:^P,<j:'5zi7-i/x;uM?4^, -ffcto**. *^F»tt»» ; f<k^«i 

lis »*14#U^- /f'jxfux jK'J^^'JJUR**^ #'J 

(^^UJHJ2-tKQ^lf;W s tK'J (N-- f V^Ptf;U7^U;U7 5 
K) #'MV:7U>. 7K'J^bt*-;k tK'JM. tK'J 7* hX XI*/"K'J7^ 
SA&if] , 7K^14*°'J-7- (mfilts tK'J tf=JU7;U=J-/k if^)7^'))V7 
5 h\ /-K 'J y> =f-)\,TO U ;U7 5 h\ *° 'J 7 'J ;U7 5 'J 7? 'J 
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li, — MKI* 5nm~500n mfIJtT?fe^ 0 

ib*ai*. satta>is»^b^ttTffty, *©-*©3iui «s^*a) -r*n7S& 
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mttZZttfX'^s £tz, *>xMI$#<&JI££ s mz.lt, 5nm~5 0 0nm 
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(3) /w kp V)um*Bmzm&i&#*itG®-?7i'ZmAtz>i5m 

RtfilirsB<D#itm£& (2) 7fffl^^JSP5ftiS^^-r§7K5§14it^TT^P^ 

tzfrik mXlts WO 9 6/3 3 2 3 3^4t$8» WO 9 9/5 7 1 7 4 3^$g, 
Xli^FJ¥l 1 -3 229 1 7^4*$g) %m^&^ttfX*£&o 

ffi-r-g>ZtO)T*#^^#)i: Ltli, WO 9 6/3 3 2 3 3^$g|-fB 

St<D5£ ( I A) : 

CH~ (CH 2 ) pR- 0- (CHzCHzO)^- (CO-L-O)^- (CH 2 ) q - Z A (IA) 

R 2A 

[S*. r 1a ri;r 2A i±, SjiLT, ^m^i~i oa)7;i/3^rvS. 7'j-;u 
iM<fcs R 1A &tfR 2A ii. -^ic^^t. jtfft$ti ~6<D7;u*;u»-eg&£;h,-c 
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-CH (R 3A ) -O-CO-CH ( R * A ) - 
XI* 

- (CH 2 ) r - 

vmztiz>2®o)g i v3by. zz-e, R 3A &tfR 4A i*. tK^ji^ & 

^U^i/) Sr*fey. r l*2~5(Dg$-efcy, m A l*2~10, 0 0 0(01 
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if^r-yiMf *><fi-)\,fk&®mz&A-?&mo>%m iz s 

;i^ja*ft3&«aT»#i=»y5&**i*. aur, ^a>;g£»e>s %®®t&ZB 

ttaTffl^&niztbS^fc^-et-f, 37#»l=»A**i*. Brainy, □ 

7»»i=«ya**i35i:^ofc?/^^»ifc«*a* > r«ctiz«ky, *&iga> 

ttcs z\Ttt#%&mt&oizm^mnG®mm&%mm\zt$ii&z®mm 
om^it, ^^u^^ttaA^atts^^b^ifcicBiyasti-ssa*-??, 
msi*.*mteM&*{t'£m&Bmisit* z. t $tte-e&&iBy > Weiss 

£tl&t<D-T?(*&l^ #J*.tf, 40^60 (vol/vol) %Ufo%Zttf 
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(1) 7*$— ;U-P EG-P LA-* y P-<JKD£fiK 
7;u^>T, mM<DBU&m&lz % mi&kLTTb^t: KP77> (THF) 4 
OmL^AUfct, 3. 3' -??Ih^>-1-7P/VHI/0. 3 2mL 

(2mmo I ) ^P^., Ml-s 0. 3 263mo I / 'J 7* IsXDT 

HF8«6. 2mL (2mmo I) 1 5#|HHBJ$U *$UHb£?Tfco 

fco Jfr*PL7S:i/'J>i?|ZTXf-U^dFi/Kl 2mL (2 4 0 mm o I) 

£ttlX.fc8L MT?2B|II]»#U BHSS^fffcofc, 1mo l/LO 

DL-7^f KTH F j§ jft 8 4 m L (84mmoL) 3 B#RSjfi"£ 

Lfco «l*^^^'J;Hft4. 5m L ( 2 8 mm o I ) £70*., MKT 

2BM«*FLTfr&, *±EJfc*fr&ofc. 

1»&jfcfc:7nv$=i#y7-»»*, -1 5 0 cic^iPL7i2-^P/t/-;nz 
SttIR**/::** (6 000 r pm, 4 0#M, -1 0°C) *frfcl\ 

L fco C a>ftf£ & 2 ma y £ LT ?n £ a # 'J T-(D»|tt* ff «: o 
fell* ^>4f>l^«L, aWSIfcJISffftofc. 
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?'j=i-;u (PEG) (Dfl^Mlis GPC;M^(Z)^S<fcy^:iiiLfco tK'JM 
(PLA) (D^fili, 'H-NMR(Omy, G P CJi^-C'#P>tl7t P E G 
#*S£ffilvC«tti Lfc. PEG0^M5OOOffciJ, PLACDtt** 

li^soo-efco^o 

(2) 7;ift K^SSPEGttatft^lHli 
7*/tf**rv:?^p-h , j;u (a i bn) 3 omg&tf^py^ajR'j?- 

[Xttfll (D T?H«L/5:*(D] 3. 4g©XfU>M2mLf7il/i>I 
IftU «l*T (400 r pm) T**TUfc. 

aaicr3 9^M«»Lfctt» 6 0t|:t18^, 5HC8 0°CIC-C6B#F^1!I 
# (4 00 r pm) £ d t Kcfc 9 , afcfcfffcofc. fi££ffc*§7&, gift 

[Filter paper 2 (E&= 1 8 5 mm) ; Advant ectt] 

jtM^&t^ — "T-f ^Jl/ (aceta I functional i zed par 
tide) %fflz 0 ZO)/t—T<<<?)l>&k*lZ#ft£l*:tz'lk. 1 mo l/L- 

HLfc. 1mo I / L-NaOH$ffll^TpH5. 0 t LX S fcm&'Z 

fc*7-fe$-;u*£KftlIU SJlSUIC7)l/7 i t KS^^ALfc. 

^<0f=«). C(D/*-T^/U#tJcjgn 0 0mL$^g7X2 LKftL 
"C-BS«f [tfiJSH 1 * (MWCO) =1 200 0-1 400 0, ^®7K£4El 
Sift] £frfcof;:f£. g$ft [Filter paper 2 (lfig= 18 5m 
m) ; Ad v a n t e eft] lc£3at$£?Tfcl\ MfflC^U^fc KS^f 
£>/^ — "T-f ^)Ma I dehyde functional ized part 
icle). ^Jffi7;Uxt K^P^^tK'JT-X^U^tF 

6 5nm) fcfcfco fSfctlfda* (P E G#^fi=& 5 O 0 0 , PLA^i= 
ft5 0 0) (DjESB^SHflfttt (SEM) H2IC^f . 

HIS0J1 (1) IZfcl^T, X^U^^vKOPJia^^feofc^ 
DL-7ff KTH Fj§;^^P^.i,Zt^<s ^ ^7 'J ;i/^^JP^.fcZ <t Jil 

h«6«<ji (D &tfgas«i (2) ©»ftt*yig-rcfciz*y, pla 
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hOmt^mtt-^tztt^m^ (PEG^I=$^5 0 0 0, PLA» 
(3) 3.-a\£'t>A*\s-bM*.n : f4>m& 

mt3--nt?<5J±6&mm<D*%%. (2 2mg/mU B.m&) lmUZ s ? 

i/-<;uHJ yj^ar-iz h> (tta) o>7-kh>mfe (37mg/mD 1 
mL^M« MIC h'Jt^fm7-f K (TOPO) 0>7"fe h>>§ 

(43. 5mg/mL) 2 m L £in*.-C, Ol-O tfO A* b- F$$£M L 

H«50fl1 (2) vm&Ltzm%TfrTt. K^P^^tKUT-^^UVH 
* (&g=6 5 nm) <0^$ (1 8mg/mU gg®7K) 5mL|Z N 7* h> 

$0. 1 2mL|M, »Z1 Of«#Lfc. BlflMSlTgL ji?feTT?^t-C 

o. 2 5*p><D7-r;u*-£irr ct-e&< ^£fzj;y % ^fgBJKDa-PfcfO 

( 1 ) iL-n \fOA^xu^mmmc r pfttta>Htt 

1111 •elSiiLTiJ.-Pe^A^A^O. 5mL|:, 0. 2mol/L'J 
(pH8. O) 0. 5mL£JjD7LTjf#L/igL ffiCJSJfctt* I//** 
K (CRP) ^-9-^*F (ab' ) 2 #® (20mg/mU £8***) 0. 
1mL£}in7LT;raU ^r-B*fii!»fifiJ&£3Si6Lrt:. fc*>\ iftfBtfCCRP 
W^ttfcF (ab' ) 2 #HI*s ^l:«ot, SiCRP^-y-^tafr (Dak 
oft) ^b!IHLf: 0 CKDJSJSjfcl::, NaBCNH 3 1 2mg£An*. s 1 

0. 1 5 MMt h 'J ^AtW5 0 mM h 'J XMiiS ( p H 7 . 
8) -e¥$MbLfr-tz:7 7^ l jn'S-3 0 02J : 7A (1 cmx 4 5 cm ; 77^7 
i/T) ICT^-TL. 1 0mL/M(DiJi S Lji"ei m L/^a.-7^^1i Lfco 

- P tf 0 Ait A*HMS»tt C R P ftfc t L „ 
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(2) a-pt^AitAia^i^tAcRpm^ffli^-r i±j Tvmmiz&z 

CRP0IIS 

ELISAS9 6R-?\s— hfc#$x;UZ, ±m-kfe7kX< 4 11 g/mLK^fR 
LfcftCRP^I^ffittF (ab' ) L*#&U 4°C-e-^E 

1/1 5m o I / L 'J (PBS ; pH7. 4) "C&'t; 

x;u£3[s]&#Lfc&. 1 SG'Flfo/fTJU^S:/ (BSA) t=lPBSO. 25m 

1/15mo l/L-PBS (pH7. 4) T?&^x;u£3EI3fe;$L7i&s 0. 
1%h-t;>r— > (Tween) 2 0S^0. 1 5 M&fc-f HJ 5 0 mM 

(pH7. 5) ^LfcCRPiif q 5 0//L^i;U: 
#&Ls 3 7 °C-e-B#P H 1f$SJ5fS L fco 

1/15mo l/L-PBS (pH7. 4) xjl/£ 3 Lfc&, H 

mm2 (D •eigiiJL7tJ.-pe^AMAS^iiicRpm<*<7)#^ [o. 

1%h-f->20, 0. 2%BSA, SUO. 1 5MiHbth'J^Att5 0 
mMhiJ^TO (pH7. 5) "CI OOOfglC^Lfc^tf)] 50*/l_£ 
^^x^Ulz^LT, 3 7°C-C-B#F B I !ilgS/«:^ll«5Ltco 

1/1 5mo l/L-PBS (pH7. 4) V&V x;U£ 5 BftH Lfr&s ^ 

$SH£S1 d:l§l4lz^f o 



El 

C R P fctHiijg B#^^^3fel 
( n g/m L) 
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(Dtfiffi, Z*l\znm-%>%iW. DNA, XfiRNASI, n&mzmfetzzttf 
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